§250.201

Subpart C—Requirements for
Drugs and Foods

§250.201 Preparations for the treat-
ment of pernicious anemia.

(@) The ninth announcement of the
Anti-anemia Preparations Advisory
Board of the United States Pharma-
copeia is concerned with the status of
the treatment of pernicious anemia. It
clearly presents the following facts:

(1) The Sixteenth Revision of the
Pharmacopeia of the United States,
which became official on October 1,
1960, does not include preparations in-
tended for the treatment of pernicious
anemia by oral administration.

(2) The U.S.P. unit for anti-anemia
preparations no longer has any signifi-
cance.

(3) The U.S.P. Anti-anemia Prepara-
tions Advisory Board was disbanded.

(b) On the basis of the scientific evi-
dence and conclusions summarized in
the statement of the U.S.P. Anti-ane-
mia Preparations Advisory Board as
well as pertinent information from
other sources, the Commissioner of
Food and Drugs finds it is the con-
sensus of well informed medical opin-
ion that:

(1) The parenteral administration of
cyanocobalamin or vitamin By, is gen-
erally recognized as a fully effective
treatment of pernicious anemia. Paren-
teral cyanocobalamin preparations
have not been and are not authorized
for use except by or on the prescription
of a duly licensed medical practitioner.

(2) Some patients afflicted with per-
nicious anemia do not respond to oral-
ly ingested products. There is no
known way to predict which patients
will fail to respond or will cease to re-
spond to the treatment of pernicious
anemia with orally ingested prepara-
tions.

(3) The substitution of a possibly in-
adequate treatment, such as the inges-
tion of oral preparations of vitamin B,
with intrinsic factor concentrate, in
place of parenteral vitamin B,, prod-
ucts for a disease condition as serious
as pernicious anemia cannot be re-
garded as safe in all cases.

(4) The development of the classical
symptoms of pernicious anemia that
would cause a person to seek medical
attention may in some cases be delayed
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by oral ingestion of intrinsic factor.
Pernicious anemia is a disease that is
associated, among other things, with a
higher than normal incidence of cancer
of the stomach and that for the safety
of the patient, requires continuous ex-
pert medical supervision.

(5) With inadequate treatment there
may be markedly deleterious effects on
the nervous system. It is well estab-
lished that whereas the development of
anemia is completely reversible with
adequate treatment, the involvement
of the nervous system may not be com-
pletely reversible and thus may result
in permanent damage.

(6) Some hematologists prescribe oral
preparations of vitamin B, in the
treatment of pernicious-anemia pa-
tients.

(7) Intrinsic factor and intrinsic fac-
tor concentrate serve no known useful
therapeutic or nutritive purpose except
to the extent that they do increase the
gastrointestinal absorption of vitamin
B, in patients with a deficiency or ab-
sence of intrinsic factor, which may
eventually lead to pernicious anemia.
This conclusion does not apply to diag-
nostic procedures using radioactive
cyanocobalamin.

(8) Medical expertise is required for
the diagnosis as well as the manage-
ment of pernicious anemia.

(c) The Eleventh Edition of The Na-
tional Formulary and its first Interim
Revision include monographs for oral
preparations of vitamin B, with in-
trinsic factor concentrate, establish a
unit of vitamin B, with intrinsic fac-
tor concentrate, and provide for a Na-
tional Formulary Anti-anemia Prep-
arations Advisory Board to assign the
potency of such preparations. This pro-
vides for the availability of such oral
preparations, standardized within the
meaning of the broad Ilimits char-
acteristic of the evaluation of such
preparations.

(d) Any drug that is offered for or
purports to contain intrinsic factor or
intrinsic factor concentrate will be re-
garded as misbranded within the mean-
ing of section 503(b) of the Federal
Food, Drug, and Cosmetic Act unless it
is labeled with the statement ‘‘Rx
only.”

(e) Any drug for oral ingestion in-
tended, represented, or advertised for
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the prevention or treatment of per-
nicious anemia or which purports to
contain any substance or mixture of
substances described in paragraph (d)
of this section (other than diagnostic
drugs containing radioactive cyano-
cobalamin) will be regarded as mis-
branded under sections 502 (f)(2) and (j)
of the act unless its labeling bears a
statement to the effect that some pa-
tients afflicted with pernicious anemia
may not respond to the orally ingested
product and that there is no known
way to predict which patients will re-
spond or which patients may cease to
respond to the orally ingested prod-
ucts. The labeling shall also bear a
statement that periodic examinations
and laboratory studies of pernicious
anemia patients are essential and rec-
ommended.

(f) Under section 409 of the Federal
Food, Drug, and Cosmetic Act, intrin-
sic factor and intrinsic factor con-
centrate are regarded as food additives.
No food additive regulation nor exist-
ing extension of the effective date of
section 409 of the act authorizes these
additives in foods, including foods for
special dietary uses. Any food con-
taining added intrinsic factor or intrin-
sic factor concentrate will be regarded
as adulterated within the meaning of
section 402(a)(2)(C) of the act.

(g) Regulatory action may be initi-
ated with respect to any article
shipped within the jurisdiction of the
act contrary to the provisions of this
policy statement after the 180th day
following publication of this statement
in the FEDERAL REGISTER.

[40 FR 14033, Mar. 27, 1975, as amended at 67
FR 4906, Feb. 1, 2002]

Subpart D—Requirements for
Drugs and Cosmetics

§250.250 Hexachlorophene, as a com-
ponent of drug and cosmetic prod-
ucts.

(a) Antibacterial component. The use of
hexachlorophene as an antibacterial
component in drug and cosmetic prod-
ucts has expanded widely in recent
years. It is used in such products be-
cause of its bacteriostatic action
against gram-positive organisms, espe-
cially against strains of staphy-
lococcus; however, hexachlorophene of-
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fers no protection against gram-nega-
tive infections. In addition the anti-
bacterial activity depends largely on
repeated use. A notice published in the
FEDERAL REGISTER of April 4, 1972 (37
FR 6775), invited data on OTC anti-
microbial ingredients, including
hexachlorophene, for review by an OTC
Drug Advisory Review Panel to be con-
vened under the procedures set forth in
the FEDERAL REGISTER of May 11, 1972
(37 FR 9464). This statement of policy
will remain in effect unless and until
replaced by a monograph resulting
from the OTC Drug Advisory Review
Panel.

(b) Adverse effects. Though considered
safe for many years, recent informa-
tion has become available associating
hexachlorophene with toxic effects, in-
cluding deaths. Studies have shown
that toxic amounts of hexachlorophene
can be absorbed through the skin of hu-
mans, especially the skin of premature
babies or damaged skin. Human tox-
icity reports include data on symp-
tomatology, blood and tissue levels of
hexachlorophene, and descriptions of
neuropathologic lesions. Recent infant
deaths due to use of baby powder acci-
dentally contaminated with 6 percent
hexachlorophene have occurred. The
accumulated evidence of toxicity is
sufficient to require that continued
marketing of hexachlorophene con-
taining products be carefully defined in
order to protect consumers.

(c) Prescription drugs. (1) Because of
their potential for harmful effect,
drugs containing hexachlorophene,
other than as a preservative as de-
scribed below, are not considered to
have been shown to be safe and effec-
tive, are regarded as new drugs requir-
ing approved new drug applications,
and would be misbranded for over-the-
counter distribution. In the interest of
public health protection,
hexachlorophene containing drugs will
be regarded as misbranded and subject
to regulatory proceedings unless the
label bears the statement “Rx only,”
and the labeling on or within the pack-
age from which the drug is to be dis-
pensed bears adequate information for
its safe and effective use by practi-
tioners, in accord with §201.100(c) of
this chapter.
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